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PROBLEM TO BE SOLVED: To provide an antibody-containing solution pharmaceutical with high 
survival rate of the antibody, stable for long time storing by suppressing formation of insoluble particles 
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Clf*Il4] 

IBH**. x?o-x, M/ah-a, 4fcJ497^y— 

mm. 

[SITS3B7] 

Df #x ?n-xst(^ WM3-*T2b S If *il l 4 fcfi 2 EttajKfflKM. 
H^x ? n-x £ If *H 1 £ £te 2 iatt^§«l'L 

^miS&Mtftf y v/i^- h s o xi± 2 0 h m *>s 2 — s cov v^^tf Efjo?§*g 

ISM. 

C if :$3I10 ] 
[M*3B11] 

4^7», b h SflSE* £ fc (i t h #[#;T"£> £ if 1 0 (c£tt<3?MHH 

[ if *TI12 ] 

cif*3SB] 

I sG 9 5 x coin** 1 ' I gGl ? 7 x co fiEflrCft 4 if *il 1 2 tcf a$^^S£fiJ . 

[tf*jai4] 

fit** 1 , S^f^-n>fdfy-6H:7^ -fit* i fc( ifiEHMl . 24ffi#:T'fe l» ff *ll 1 — 

c if *ni5 ] 
c if *Jii6 ] 
[§f*jai7] 

[ if *n is ] 
c if *Jii9 ] 
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[0001] 
[0002] 

[0003] 

#B#fc:£3*a*£fi!c < , 3R8tt*JMb& t * 1 £ b v ^ raffish* -5 tz . 
[0004] 

&zt%fL\iii£L 9 9 o . en u-eu-^y^—tfLi^b lx. nm 

f&Lfz ( reshaped ) b b Sl'tKft'C* ShPM-1 tiL#&>*M&miZJl<$} L , <= ^« M L 
fcfitl L-6lH=r:PHRfl«9|i^£t^LTSJfc. fill L- 6 l-feT^-b l-SHCSt 

m$^F&%&?y^7WT$> o , mm.T.mz3o^xmm-th*7-i )vx^mfmm^tz^> 

^PS^M/X, affix hl/X, s*XM^X. 3feXM^X^f'^j;^T^. «jfc&i'<7) 
[0005] 

Lxn^fvfz&ik^mmzmmLx&ifL. wmtewmtcmmt*. zcoxo^mm 

[0006] 

attain t ^ofcflfejH^sassrrs^ t fci*3f^flafcSfe&*s.ffi$#t"cv^4. 

y 3j- y m<?> n y * $ £ i&irt ^b'cotmb &mtzf8&tJM i>&mb-?&tt zam 

[0007] 

&vxm*s^t:&tt&m&zimm#&mztix^& mm2 001-503781 

[0008] 

[fM^SK] 
[0009] 

[0010] 

iMism^mm.-thtzisbiz^MM^vtzm^ *wm$>\z. m^mMrtzb^zx^ 
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* t> v iz^mmm * mm-t h ; t iz & >o mmmmmmx^mmmi^co^^ & m> x 
mmizmmx-z &zt z^Lx^wz^Lfz » 

[0011] 

( i ) %i£fcmt Lxwmz&ttfflbififfims&L 

( 2 ) ^mtmt LT^WIK'J* § t-Str ( 1 ) fSttco^Sffh 

( 3 ) ffiBP, »r^3-A', #Stc^ U ^WH*Ci54 ( 1 ) ( 2 ) IBQoatiKS! 

( 4 ) ffiB^. ^«7C3MJ =^WBT»4 ( 1 ) * fc!4 ( 2 ) KittOgNBWN. 

(5) -?y~h—/U, x^n-x, i«i77^/-xtl>5 ( 

i > ttzit ( 2 ) ganogKftSHRi. 

( 6 ) H^'x^n-x. M/Aa-x> ££(4^:7 y-x-C-fcl. ( 1 ) ttzii ( 2 ) 15 

( 7 ) «#;*?n— WNn— ( 1 ) ( 2 ) ie«<^f§iSMS'L 

( 8 ) *f^'x?n-XT"fc& ( 1 ) Sfcli ( 2 ) IBttasaSKffl. 

( 9 ) ^-ffiSttfiJ^y V;^-b8 0Xi42 0T*5 ( 2 ) — (8) co^-ftmcKK 

do) St***. asuKtt-c** ( i ) - ( 9 ) ^•ftiMzimcommmi 

(in saw^ b hmiktmtfzi&t h$mx'hi> < 1 o ) tfatto^ 

(12) fit***, HWy^mkXfoh ( 1 ) - ( 1 1 ) «0Vvf^teS»*5*i»BW 

o 

d3) i&7yx<7)mmn&i77xc?>mfox*$>z> (12) ^issuoftmn. 

(14) ffiW* m-i V9-uA*>- 6 U*r^HK*4fc(4ia»*1.24ili*T'&4 ( 1 

) ~ ( 1 3 ) co\^nMzimcvmm.WM» 

(17) mmwzjm^mmttcimMj^mmzmittt&zbZ'kts. tm^mm 
(is) %mfflim£totz>zbi:ists. mfa^mm&mmMmiz&n &^m&wm. 
(19) m6c&ma.v9m&wa*mfrt-&z.k&ieti. mfa^mm<vmmmmz 

[0012] 
[0013] 

OJBHfcifcLfc t tfX^A-^afifc) s £>£<^4±fB<?)t hijW5*B((ca-9--C* h i -5 CMS 
[0014] 
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[0015] 

}£(CjE*6I> J; o ®mzAttmMWM$:G£rf6M<7mrF. *v 1 0 0 O^x^BJiS § 
[0016] 

[0017] 

^X+jl*, 77bjjtft, W^tStt, by^'fiifls, b hg-ffcffiflc, bMft 
[0018] 

t y ? n-t;«*l:14tli^^ 'J K— 3S*Wfc:(i&irtSflf*ttfflL, J2TF 

—+>V%fflm&M8S& (;vf 70 H-v) iJ--^t4;i:tJ:-3tf3!t* 4 
o 'vf 70 veDfHHti, £2:;tJf, 5 /l/Xf^f >£><7Xtr8; (Kohler. G. and Milstei 
n, C. , Methods Enzymol. (1981) 73: 3-46 ) ^tC^ t"Ctf d H t tfT% h „ StM^&ffi 

[0019] 

|.<Ii;^T#S (MiJ±\ Carl, A. K. Borrebaeck, James, W. Larrick, THERAPEUTIC M 
0N0CL0NAL ANTIBODIES, Published in the United Kingdom by MACMILLAN PUBLISHERS LT 
D, 1990 #,ES) „ ft#:e<jt(S s )M70 Y—^<r^Pfa^Wti&W&*1&^XW^W£ 

mm (vmm ^dnast^-ts. swtti.a*«v iHista-K-rirNA *^#^ftft 

-AjH^atf. K#:c0V — K-fftDNA £, K#:C II^CODNA £#tf|gJ£Jl 

[0020] 

^itfE^ffl^^^ffi*, Mttt* (Chimeric) Kfls, b hffiffc (Humanized ) Kffc 

£ b h £t*«5£3?TS* £ -? - K -f & DNA fc jISS L , i tl * ^ ? - T?t± 
[0021] 

b bmimmi. nm®. (reshaped) b bsftt tft^fi, b hVM(om%mm. tzt 

Z-\f "T^XKftiOffiMffi^SpU^ (CDR; complementarity determining region) Srbf 



(6) 



#!B2004-292455 (P2004-292455A) 



Mflsfftfcti . V^fftfaOCDR t b 7 1^—^*7— (framework regi 

on ; FR) &m&t h ± "5 tlftlt LfcDNA IMS, 5 >y fcffirfcirt 

fl±tC»AL*^^4tSit(;j;D#^fLS ( gt#l^lTffiSI^M#^EP 239400 . BKft 
ftttII«f#W0 96/02576 . CDR Sr^LT t h+S^FRtt, fflWtt* 

? ffiH&T ym&SMLT i> ±V> (Sato, K.etal., Cancer Res. (1993) 53, 851-856 

) . 

[0022] 

b bffi#c<73K^ffi^*a^tLTV^, j^ljiif. bh'J^^Srin vitroTBfS^ 

i.(fU266tM-^$4t. ijtM^*S^Stt^*-r-g.FJfSOb r-Jixft£#& <T i: fc"CSS (=f# 
4H4-59878 #BB) „ b bSt#:af^(7)^:T<7)W^— M»— Z'&th N5^y'i 

U^IHS^WO 93/12227, W0 92/03918, W0 94/02602, W0 94/25585, W0 96/34096, W0 % 

ftt-4ft»t*I<?>#iT^4. MxJ3\ b htPtflaO"rSB(RW*— (scFv) tLT7 
r - -f -XT 1/ -f ifefc i 0 7 r - S^fEffifc^BS S * > tnM lz m&? £ 7 r - ^' £ WtR 

tf~c%h« zti^co-^mumzm^iTh^ . wo 92/01047, wo 92/20791, wo 93/06213, w 

0 93/11236, W0 93/19172, W0 95/01438, W0 95/1 5388 £##krf-& Z t h » 

[0023] 

ffiW. MxJi/ CH0, COS, BHK (baby hamster kidney ) , HeLa, Vero, 

(2) m±3mm. mu$. ryv^^^^v-smmm. &*wiG) a&swa. 

„ sf9, sf21, Tn5& ^ftT^S. WWfflMtLXiZ^ ~af-tTi~ (Nicotiana)M 

„ Mtli— n-f-f Ti~ ■ (Nicotiana tabacum) ^%(TmWfi^fiXii *) . £ix 

&#/loUg*t*U£ *M«i:L-Cii:, Pft, #U«f. t7^n*-tX (Saccharo 
myces ) fJ'lJiJf'+r-y $b.X ■ bl^bi/i ( Saccharomyces serevisiae) ,. 
, M£H. 7X^;K;1X (Aspergillus ) JR. mUiTX^X^)VX ■ (Asperg 
illus niger ) &&m$>tlXm. J¥K»£ffiffl^£*|-£\ IffiSWSrfflV^^fc^ 

WMsat Lxti, ab§m (e. con ) . #g>mm!at>tiz\i&, ztih^mm 

[0024] 

*S6BB^^'fiaHS(C*4*tSffi#fc LTf±. fill L-61/t77-Sft, SHM1. 

2 4tjEJH*y^n— t-ivmk. tnMmtm^^ymm^y^vtKi^ (Kptht pat* 

[0025] 

HffiJlcb hM-ikifiifcb LT(i. b MM I L - 6 Hr7^-Sft ( h P M- 1 ) (H 
mMitftm&fflm^-W O 92-19759 „ b bM4bfitHM 1 . 2 4inM^J7 

a~i-;utm (mmm&ftm&mm^wo 9 s- 1 4 5 s 0 £#h?j s b hs-f^iw« 
ss*^^ ymm^ri- kk* ( fit p t h r p it* > ( ni^wftaj^^-f-wo 98-1 
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[ 0026 ] 

*% 0 J3«^^^ I g 

GL IgG2, IgG3, IgG4^WIgG«SL<, I gGl#§ fcfcjff* L 

[0027] 
[0028] 

»^ifi^*^ 4MIH*M^JfKWTS&o LTJi. v^hwK y/bbTb 

[ 0029 ] 

S|c7)SSJllM(±0 . l-50 0mg/mL, *f^L<{il 0-300mg/mL, J: 
^L<(i25-1 OOmg/mLtMo 

^-y^mm&i, mu$V)v\L9>^j%? o vi»- k y^b^^y^^- k viv 

^ y -b y >-^e y s y b . ^ u -b y y^t/xfr b— ym<r>? y b y yimm^y^iv 

y y y b m?>tf u ^ u b y yMSBgxxfvb ; ?K u ^f v y )V\fi9 y ^ y 5 

y^yxf7i/-b, ^'j^i/xfi/yyR^y^/^^Sf^ K *°y^yxf 
vyV)V\L9yy y^x— k ^y^yxfi/yy/^ybu^frwbfw 
y^^^x^ixyy^b^yflgflga^xxT-;^ ; ^j^Syx^iyyy/bt^y hfbWf 
Tb~K TKU^^x^uyy^b^y h f b 7* i/x- h fcorf? (J ^ y xf i/ y y ;p 

x^p y ^ y -t? y yflgffilSx x rvb ; *° y x ^ iy y ^ y n — ;y yXfT^h ^^o*° y x 

fl/y/'jaw«ixxf/l/ ; * o y^^^x^vy^^ij;i^x-x^^* o y^^ 
xfi/yr/i/^/i/x-f/i/; ^ o y^^^x^ixy^ o y^^5>Tub 0 i^y^y I?— *°y 
yxfi/y^ y >j-3f yrnet/y/ntm^f/i/, * o y«yxfi/y^° y ^ ^ 
rn tr iy y-b^x-T-^^*^ y * ^ y *° y ^ yrnuyyrM/^f 

/b ; ^ y t ^ yxf xi/ y y x/^y x x/^x^f/^^ >J ^ yxf v y x 
x/kx^r/I/ ; ^y^yxfyytvyjl ^U^^xf-iyyWbbvs^ifi (* 0| J:t 

^yXfl/y;J<It7y}fi) SWJ^^yXf 1/ySftt VyJS ; stf U ^X^ly y 

y/bb> h $ 7n y t ^ yxf y y s 7n^iift ; *y^yxfi/y y y y 

y^^y^^x^py^y y ymtfa ; ^y^yxfi/yxfT U yMT 5 b^) 

o-i 8^r/K/«^tti)r/K/«ie ; ^y^yxfi/yy^y 

JS^»3& J 1 0—1 8 T'fc S iK 'J t^r yxf y y 7/^^ ;l/x^ -r/MHKffi ; 5^y/bX/b* 
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3A?ixxf/^ ; ^mk^m^m. mmu^y, ^y-buyyjJIfi ; ^? J 

y=f$xy vm<ny 4 >~fy yfflt ; 2-1 8^IIJi5K^^3||i|ffiSxx 

*Fi U^ffiiSttMJi. ?KU V;^-b 2 0, 40, 6 0X148 O^iftfO^U^S^x^ 
fc. aKo^Mfv— (77Pn-7^F-68 (90Kffifl) =Srif) fcf^Sft*^ ll^S'X 

[ 0030 ] 

X(4^yy;^— N8 0^^T1i. — J&fcltiO. OOl-lOOmg/mLtft"), if 
£L<{;£0. OOa-SOmg/mLtftOs S6tffiL<liO. 0 0 5-2mg/m 

[0031] 

*^ B ^6i#:»M^pH(4. »4L<{4pH4—8T*> , 5. S^tjf4L<apH5 — 
[ 0032 ] 

/K y/l^bt — ;K -i Ji/Y—iV^ ?7l/r?— X. 77?f-X, X. 3f 

isu— x. vyy-x, v/H — x. x?u— x, M/ad-x, 4 J—xtzKcom 

[0033] 

S7aW£: LTJ4. N-nf;l/yXf^y, N-Ttf/l/^yXf-f f^ hM, 

^LTfi. xijy;l/t>l s yYf/RFn^yb^xy, 7"'f;l/t Fn^yTxy^I/ 
. o;-b37xn-;k llb37xnwk L-rxn/l/b'yBBfeV-e^ia. L-rx 
3/k>By^Sf- K L-TXn/i/tVKXfTl/^b, ESSK*fRf b ] J ^A. IE 
gltf'J^A, »A^ffiHJT$;K aA^STne^ftSV^ix^i^ys/rSyHB 

lit h u ^ a (edta) s tnyyfttn;^ ^^yyith'j^Af^w 

bM^W^&o S^tcti. ftffr^HJ^A. »fb#D^A. tfrft^S^A. >jyl 

[0034] 

*«qg<?MKWt4s i^^JK^SUVBBiWS (iff* L<14U yl-**t b 'J^A- 
yy»ll*3PH- b>JW») aV/XI4^xy««fBR (if 4 L<{i^xy|tf b 

<(4 5 — 1 OOmMtfe^ S&fc*?4 L<(±1 0-20mM?J>J fl 
[0035] 
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[ 0036 ] 
[ 0037 ] 

¥f^^JfctTsfetT'£&£\ — JKtt±0. 1~2 0 Omg/m U #?*L<«i:l--l 
2 Omg/m 1 T'&S,, Kt~#F£ L < <3 2 — 2 2 . 5 m g/mLX*foh . 
[ 0038 ] 

£±#$4t£ i t . 

[ 0039 ] 

*&w$:&T<Dm&Mi l z£^xz^t l zwL<mwi-z>tiK *mxr>wmtezti£.ms£2 

[ 0040 ] 

ffil L-61/W-tMM#t LThPM-ltSttfcffiJIJUs. hPM-lfift* 

{iH^WfpaiiP^MS-f-wo 92/1975 g^Amcvmmmi otiassiurb md 
i^j 2 tiatt§nn:^i£fc3PU-Tfpjaufc hPM-it ha-nasAsT* s . 

[0041] 

t hSMfclftHM 1 . 2 AinM^y 9 n— ^vHESffci: LT, H^lttHll^lfSS^WO 9 

8-3 569 8C0##M2 . «IBttSafc^rffitC*tTfflRUfcfilf*c(JBlT, KHM1.24K 
[0042] 

*3lttWCfflVVteh PM- ltS#&tfl^.24fiL#tfiVv^fc IgGl? ^^KftrC 

(A) hPM-llfi:#:tBa-rSiS» 
{ 1 ) YMF)^9 n7b/57^ { GPC ) 
lmL^^hPM-l^lmgffl^iSr-i-tfi'StMW^^tWiT^fJL. 30-60 ul fco # , JST 
c7)HPLC^ffT"M»2rtT3„ 
[ 0043 ] 

: TSK gel G3000SWXL (T0S0H) 
#-K^7A : TSK guard column SWXL (T0S0H) 

^t&ffl : 50mMll ylSSSWM (pH7.0) -300mMfg^ h 'J 
SOS : SMjl.OmL/miri 
fJJSfcR : 280nm 

e-^Bfflt*iiMI4M6fc:«J: 9 ilS L » hPM-1-iri^hPM-ifIPtftb-^HWJ; 9*ajL 
, initiaifFfffl^Si: 0hPM-l38»**JaT»**fflv^J|:aiLfc. 

[ 0044 ] 

[Rl] 
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hPM-l®£pt?p?tm X Wffi Sample <D tf — ^ 
hPM-l-a-S (mg/mL) - 



hPM-l^SCDtf-^ 



mmRzsmmmmmm^o hPM-i 



hPM-l?S#^(%)= X 100 

Initial CO hPM-1 ^ 

[0045] 
[ 0046 ] 

xioo 



[ 0047 ] 

{ 2 ) ytm^m^mm^m^u (hiao tii^Mtaee^tR^iiHB 
< 3 ) mmti s miffes 

[0048] 



( b ) fiHM i . 2 4ifcmzmthim 

( 1 ) -y^^^h^yy 4 — (GPC) ; N=3T1IJ5£U -^itc^-ai Initial^ 
[0049] 

fty I\ : TSK gel G3000SWXL (T0S0H) 
Jf—YAyJ* : TSK guard column SWXL (T0S0H) 

^ififfi : 50mMy >W£WM (pH7.0) -300mM*M:^ h U 
ifpS : *t)0.5mL/min 
filjTEjg* : 280ntn 



[ 0050 ] 
[R3] 
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nmshmmxtttHM 1 . 2 4tn&x-?ffimx&ms, mxm 

tnHM 1 . 2 4 3n-ffc»& (mg/mL) = 



iaHMi. 2 4&ifrmwm (.%) = X 100 

Initial OttHM 1.24 tnWSm 

[0051] 

[ 0052 3 
[1*4] 

^-smfrMwwm-s *>mm)(%) = xioo 

[ 0053 ] 

mm 1 : %M&m&<nm&m < 1 > 

1 t^-^B^^jftK^y VA-"C— h 80 S*t»i«H*iWLTJSlT<»3iSlt fcfrofc. 
( 1 ) jfiAfifi (50°C-2W) t4j*tft3cffitt&, y;Wr3ii^n-7b^77 (GPC) fc«fc K>M 

^Fiffl^B (HIAC) fcJOHjgU l^ftfcOi^RffttfWS^SfWBLfc. 
(2) (-20XrC3Bfii#tt, 5°Ct'lH, ?/P£3|m]$£ Di&f ) CfeftSS 

y^l?a7b/?7 (GPC) fcJOHJEU W>M-1J8#*, £r£ttftt«MPPIil 
«0*jS»*iHBLfc. 3tffi^V^MSt&E»iIjg^a (HIAC) tiDSJSSU lmL 

[ 0054 ] 
[0055] 
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urn 2 


urn 3 


um4 


hPM-1 


(mg/mL) 


20 


20 


20 


20 


Polysorbate 80 (mg/mL) 


0 


0.25 


0.5 


0.75 


Sodium Phosphate (mM) 


15 


15 


15 


15 


pH 


6.5 


6.5 


6.5 


6.5 


Initial 


(mg/mL) 


20.1 


20.3 


20.3 


20.4 




— (%) 


0.21 


0.22 


0.22 


0.23 






0 


0 


0 


0 




(%) 


0 


0 


0 


0 




& 10 /i m £Lt (i/mL) 


0 


0 


2 


0 




IS&^gt 25 H m £*± (fi/mD 


0 


0 


0 


0 




hPM-l^#^ (%) 


99.4 


98.2 


98.1 


98.0 


(50*C- 


-S#: (%) 


1.38 


1.39 


1.39 


1.41 


2W) 


-^coffico^^ (%) 


0 


0 


0 


0 




ftffiM (%) 


0.91 


0.91 


0.90 


0.90 




mm^Wt I0tim£k± (M/mL) 


0 


0 


0 


0 




Wi^Wi. 25 jli m &Ub (M/mL) 


0 


0 


0 


0 




hPM-l^#¥ (%) 


99.7 


99.6 


99.4 


99.3 


M 


— Sf£ <%) 


0.60 


0.56 


0.52 


0.49 


(-20 *C 


(%) 


0 


0 


0 


0 






0 


0 


0 


0 


3 no 


10 W m -BU; «mL) 


3287 


7 


1 


4 




M&^ifc 25 a m £U: (i/mL) 


539 


3 


0 


0 



[ 0056 ] 



mmm 2 : #h?si»ij^^3d^ ( 2 > 

[0057] 

<i»SSSft¥ (-20°CT-8B#P a lffifffJL 5*CT'8*MiL £^4?>P£2|I|*'53g-$-) fcfett* 

sstt*. 3BB^v>siiMa^»i^B (hiac) tctoweL, uihfz'o^mmk 

[0058] 
[ 0059 ] 



(13) 



#!B2004-292455 (P2004-292455A) 





SEC^Sf 5 


aw 6 


ami 


TO 8 


KJSf-9 


TO 10 


HPM-1 (mg/mL) 


20 


20 


20 


20 


20 


20 


Poly sorb ate 80 (mg/mL) 


0 


0.005 


0.05 


0.25 


0.5 


0.75 


Sucrose (mg/mL) 


50 


50 


50 


50 


50 


50 


Sodium Phosphate (mM) 


15 


15 


15 


15 


15 


15 


pH 


6.5 


6.5 


6.5 


6.5 


6.5 


6.5 


Initial 


WM^m 10 W rnttl 
(il/mL) 


10 


0 


0 


0 


0 


0 


$»©^3& 25 m ^± 
(1/mL) 


2 


0 


0 


0 


0 


0 






M 


M 


& 


M 


.it II. 


5X1, 2 m) 


(IB/mL) 


7020 


8 


0 


0 


0 


1 


(10/mL) 


601 


0 


0 


0 


0 


0 






m 




M 


f& 





[0060] 



mmm 3 ■. momm^m 

ISL £«^?/P£22[lM9jg-r> tfcttS^tt^, 7 (GPC) 

[0061] 
[f?3] 









11 


w& 12 


13 


m,n 14 




hPM-1 (mg/mL) 


20 


20 


20 


20 


20 


Sucrose (mg/mL) 


0 


:rz 

50 


0 


0 


0 


Mannitol (mg/mL) 


0 


0 


50 


94 


0 


Trehalose (mg/mL) 


0 


0 


0 


0 


50 


Polysorbate 80 (mg/mL) 


0.5 


0.5 


0.5 


0.5 


0.5 


Sodium Phosphate (mM) 


15 


15 


15 


15 


15 

1 


nH 


6.5 


6.5 


6.5 


6.5 


6.5 


Initial 


(%) 


0.42 


0.43 


0.41 


0.38.. 


0.42 


mrnmrn 

(-20^— 5*C, 22 13) 


(%) 


0.67 


0.43 


0.89 


2.60 


0.41 



[ 0062 ] 



(14) 



#!B2004-292455 (P2004-292455A) 



( 1 ) mmm (5o°c-2w) tzmi-^js.^^ wi?ovb/7 7 (gpo izx^m 

^mms (hi ac) i/zi. •qmsl, imLhtz>oco^mmm^m^wmLfz. 

(2) msum ( -2o°c ts b f&sfib , 5°c-?ib. ^-tM^/p-Hm^oii-f ) ccBtt^s 

5£tt£, y>rI?D7F/77 (GPC) tiOSJISU hPM-lSffsp, ^*&t^»ft 

so±^**ffp«L^o yiM^mswrnm^m^mm (hiao tiosiisgu imL 

[ 0063 ] 

[0064] 
C«4] 





Kfl- 16 


Um 17 


un is 


un 19 


hPM-1 (mg/mL) 


20 


20 


20 


20 


Sucrose (mg/mL) 


0 


25 


50 


100 


Polysorbate 80 (mg/mL) 


0.5 


0.5 


0.5 


0.5 


Sodium Phosphate (mM) 


15 


15 


15 


15 


PH 


6.5 


6.5 


6.5 


6.5 


Initial 


hPM-l^fi (mg/mL) 


19.2 


19.2 


19.3 


19.3 




— *#: (%) 


0.18 


0.16 


0.15 


0.15 






0 


0 


0 


0 






0 


0 


0 


0 




'0%L?$t 10 flm U± 


n 




1 9 


n 




25 nm 


0 


0 


1 


0 


Minis 


hPM-l^#^ {%) 


98.2 


98.5 


97.8 


97.8 


(50"C-2W) 


(%) 


1.37 


1.47 


1.36 


1.41 




^^^©^^ (%) 


0 


0 


0 


0 




<%) 


0.92 


0.89 


0.89 


0.89 




M^gfe lOAtm ^± 
(M/mL) 


0 


0 


0 


0 




flSfit^gt 25 Mm £A_k 
(M/mL) 


0 


0 


0 


0 




hPM-l?S#^ (%) 


100.2 


100.8 


100.4 


100.2 


( -20 *C — 


— (%) 


0.36 


0.18 


0.17 


0.15 


st;, 3 @) 


■^(Dmo^fc (%) 


0 


0 


0 


0 




(%) 


0 


0 


0 


0 




fftffi 1 ?* 10^m £A± 
(fB/mL) 


1 


3 


5 


2 




m^^^ 25 Am U± 
(M/mL) 


1 


0 


0 


0 



[0065] 



(15) 



#!B2004-292455 (P2004-292455A) 



x 9 n -xmuiz x *) , m&mm sBttspfM-*- & £ t gross n.^ <> s 

[0066] 

»JDM (50°O2W) (C*J{t43fSttt, y/MP)l?07b/?7 (GPC) (CfcOHSeL 

(HIAC) fcJOjtteu l^&fcD^iWH^HSfcfWBLfc. 

[0067] 

[0068] 
[«5] 



<ffMBitt»RtWIS*> 





WW 20 . 


21 


m 22 


hPM-1 (mg/mL) 


17.5 


20 


22.5 


Sucrose (mg/mL) 


50 


50 


50 


Polysorbate 80 (mg/mL) 


0.5 


0.5 


0.5 


Sodium Phosphate (mM) 


15 


15 


15 


pH 


6.5 


6.5 


6.5 


Initial 


(mg/mL) 


17.0 


19.3 


21.4 


(%) 


0.16 


0.16 


0.18 


^t(Dm<o^w {%) 


0 


0 


0 




0 


0 


0 


mt^Pfk 10 tim £K± 
(fi/mL) 


0 


0 


0 


flR&^gC 25um U±. 
(fH/mL) 


0 


0 


0 


(5CC-2W) 


hPM-l^#^ (%) 


99.6 


100.2 


99.8 


(%) 


1.26 


1.35 


1.45 


^©ffi©^"^ (%) 


0 


0 


0 


(%) 


0.95 


0.93 


0.99 


mm^-w. lOAtm &u 

(iS/mL) 


0 


3 


0 


(10/mL) 


0 


0 


0 



[0069] 

mm & &t*mm ^mm l x vr^mm £ n ~> it . 

[0070] 

mm (5o°c-2w) tfcttssjEtts-. y>r^n7N/7 7 (gpo ctoasu 



(16) 



#!B2004-292455 (P2004-292455A) 



§§B (HIAC) tcj; 9»£U laLbteV^MimEtmimmLt:. 
[0071] 

[ 0072 ] 
[*6] 





23 


24 


25 


hPM-l (mg/mL) 


20 


20 


20 


Sucrose (mg/mL) 


50 


50 


50 


Polysorbate 80 (mg/mL) 


0.5 


0.5 


0.5 


Sodium Phosphate (mM) 


10 


15 


20 


pH 


6.5 


6.5 


6.5 


Initial 


hPM-l*a* (mg/mL) 


19 3 


19 4 


19 4 




-a# (%) 


0.17 


0.18 


0.18 






0 


o 


0 




(%) 


0 


0 


0 




(i/mL) 


0 


0 


0 




IR&^fSC 25/im 
(fi/mL) 


0 


0 


0 




hPM-l8l#^ (%) 


100.1 


99.0 


99.2 


(50<C-2W) 


(%) 


1.37 


1.43 


1.45 




^(Di&CD^fa (%) 


0 


0 


0 




(%) 


0.94 


0.95 


0.94 




M^Hfe 10 Aim Sl± 


0 


0 


0 








m%L?$k 25 urn J^± 


0 


0 


0 




WmL) 



[ 0073 ] 



SHMl . 2 4tii#:?ft!S2.5~10iiig/rnL(7)|EHT'C r )» (X?U— XXIiW^ b-/t^) £s 

(60°C-1W. 50°O3M. 5°C-6M, Initial) IZ&lf&mfm (%) , Al^H* (%) . 4M¥Pt& 

{%) ZWctbtz, 

[0074] 

[0075] 



(17) 



#!B2004-292455 (P2004-292455A) 







§-f icl 07 


Siflfcl no 




nM,jpr oil 




fz^i^l DO 


iaHMl 24 
(mg/mL) 


2.5 


2.5 


2.5 


2.5 


2.5 


2.5 


2.5 


Sucrose (mg/mL) 


10 


50 


100 










Mannitol (mg/mL) 








10 


50 


100 




NaCl (mM) 


100 


100 


100 


100 


100 


100 


100 


pH 


6.0 


6.0 


6.0 


6.0 


6.0 


6.0 


6.0 



[ 0076 ] 



60°C-1W 








90.9% 


5.06% 


1.99% 


K*4 27 


91.1% 


4.60% 


1.98% 


SS#» 28 


90.0% 


4.14% 


2.05% 


tt*4 29 


85.5% 


5.04% 


2.20% 


30 


90.3% 


4.99% 


1.99% 


m$ 31 


86.6% 


5.57% 


2.63% 


siC*'4 32 


88.9% 


5.39% 


2.09% 




5°C-6M 






#«*<%) 


1**4 26 


1 03.8% 


3,82% 


0.00% 


1**4 27 


1 04.0% 


3.44% 


0.00% 


1**4 28 


1 04.2% 


3.43% 


0.00% 


1**4 29 


103.8% 


3.49% 


0.00% 


1**4 30 


104.3% 


3.46% 


0.00% 


1**4 31 


1 04.3% 


3.45% 


0.00% 


1**4 32 


103.5% 


3.49% 


0.00% 



50°C-3M 




£^<*(%) »«*(%) 


1**4 26 


77.0% 


14.0% 


6.98% 


1**4 27 


81.5% 


13.7% 


6.46% 


1**4 28 


84.9% 


12.9% 


4.83% 


1**4 29 


78.9% 


1 4.3% 


7.31% 


1**4 30 


; 75,2% 


13.2% 


6,72% 


1**4 31 


76.1% 


12.7% 


6.24% 


14*4 32 


76,8% 


15.5% 


7.62% 




Initial 


»#*(» 






1**4 26 


1 00.0% 


3.73% 


0.00% 


14*4 27 


1 00.0% 


3.34% 


0.00% 


1**4 28 


100.0% 


3.34% 


0.00% 


1**4 29 


100.0% 


3.38% 


0.00% 


1**4 30 


100.0% 


3.36% 


0.00% 


1**4 31 


100.0% 


3.36% 


0.00% 


1**4 32 


1 00.0% 


3.38% 


0.00% 



[ 0077 ] 



[ 0078 ] 



( 18) 



#!B2004-292455 (P2004-292455A) 





14^33 


r» 34 


££^35 


Sim 36 


14*4 37 


um 38 


iftHM 1 . 2 4 JrL#(mg/mL) 


2.5 


5.0 


5.0 


10 


10 


10 


Polysorbate80 {%) 


0.025 


0.025 


0.025 


0.025 


0.025 


0.025 


Acetate (mM) 


20 


20 


20 


20 


20 


20 


NaCl (mM) 


100 


100 


100 


100 


100 


100 


pH 


6.0 


6.0 


6.0 


6.0 


6.0 


6.0 


Sucrose (mg/mL) 


10 


10 


20 


10 


40 


0 



[ 0079 ] 

imo] 



60°C-1W 








1**4 33 


96.6% 


4.78% 


2.1 6% 


84*4 34 


96.1% 


6,47% 


1 .84% 


1**4 35 


96.1% 


6,33% 


1.84% 


St #4 36 


96.1% 


6.66% 


1.76% 


14*437 


97.0% 


5.96% 


1.75% 


1**4 38 


95.3% 


7.11% 


1.82% 



5°C-6M 








14*4 33 


107.8% 


3,50% 


0.0% 


14*4 34 


106.1% 


3.52% 


0.0% 


14*4 35 


106.1% 


3.51% 


0.0% 


14*4 36 


104.0% 


3,59% 


0.0% 


14*4 37 


104.1% 


3.57% 


0.0% 


14*4 38 


103.7% 


3.61% 


0.0% 



50°O1M 








8**4 33 


94.6% 


5.01% 


2.1 2% 


14*4 34 


95.9% 


5.62% 


2.06% 


84*4 35 


95.9% 


5.27% 


2.09% 


84*4 36 


96.7% 


5.37% 


1.97% 


14*4 37 


97.1% 


4.95% 


1.96% 


14*4 38 


95.5% 


5.69% 


2.02% 



Initial 








84*4 33 


1 00.0% 


3.40% 


0.0% 


14*4 34 


1 00.0% 


3.36% 


0.0% 


14*4 35 


1 00.0% 


3.36% 


0.0% 


84*4 36 


1 00.0% 


3.38% 


0.0% 


84*4 37 


1 00.0% 


3.37% 


0.0% 


84*4 38 


1 00.0% 


3.39% 


0.0% 



[ 0080 ] 



As. /-V 



x ? n - x OSS JuSSM & § dzm * 8sJn*-C-|C it L £ . 

a 1 2 tsrr. 

[0081] 



(19) 



#!B2004-292455 (P2004-292455A) 













StHM 1 . 2 4JrEf$ (mg/mL) 


10 


10 


10 


10 


r oiysoroaxeou ^yoj 


u.uo 


u.uo 


u.uo 


u.uo 


Acetate (mmol/L) 


10 


10 


10 


10 


NaCl (mmol/L) 


100 


100 


100 


100 


pH 


6.0 


6.0 


6.0 


6.0 


Sucrose (mg/mL) 


0 


25 


50 


75 



[0082] 
[£112] 





«6 






ft* 




Initial 


50°C-1M 


Initial 


50°C-1M 


MM 39 


100.0% 


83,3% 


3.6% 


12.2% 




100.0% 


86.4% 


3.6% 


9.7% 




100.0% 


87.8% 


3.5% 


8.4% 


WW 42 


100.0% 


87.2% 


3.5% 


8.9% 



[0083] 



[0084] 

(GPC) fcTfHiLfc. 

[0085] 
[R5] 



Sk^m : 5<C— 20<C (1 NfM) 

*t*i$m : ^otc-bt: (i mm) 

[ 0086 ] 

±Mti&mmt * 3 , m xszi mm <o m l & . 

[0087] 



: -20"C (16 P#W) 



(20) 



#!B2004-292455 (P2004-292455A) 



[*13] 

Sll 3 





3#*4. 4Q 




MSI- 4^ 


MM 46 


hPM-1 (mg/mL) 




90 

JU\J 




20 


Polysorbate 80 (nig/mL) 








0 Pi 


Sodium Phosphate (mM) 


15 


15 


15 


15 


PH 


o. o 






t>. KJ 




1V1/ 




145 


J- J. \^ X J- CjL X \J kJ t> 

145 


Raffinose 

A. vUlllllviJv 

145 


Tn i t,i a 1 


r:fi#: (%) 


0.4 


0.4 


0.4 


0.4 




CD flfi © ^ ft: 

(%) 


N.D. 


N.D. 


N.D. 


N.D. 




m^tifem (%) 


0.4 


0.4 


0.4 


0.4 




-*ft (%) 


0.7 


0.4 


0.5 


0.8 


3 © 


<d m (D # -a- w- 


N.D. 


N.D. 


N.D. 


N.D. 






0.7 


0.4 


0.5 


0.8 






0.8 


0.5 


0.4 


1.0 


7 tu 


CD {fa (D & 

(%) 


N.D. 


N.D. 


N.D. 


N.D. 




m^sfcrn <%) 


0.8 


0.5 


0.4 


1.0 




^Sf£ (%) 


1.0 


0.4 


0.5 


1.3 


21 tn 


-e CD f-m © £ ft 

(%) 


N.D. 


N.D. 


N.D. 


N.D. 




m^i^m (%) 


1.0 


0.4 


0.5 


1.3 



[0088] 

J2Lb©«E£.fc 9 , ^jl7C~*ia (X7u-x^ M/au-X) JSJirt- 6 £ 1 1\ SDHrlH 



[0089] 

GPC) trCPFflfUt. 
[0090] 



(2 1) 



#!B2004-292455 (P2004-292455A) 



[*14] 













hPM-l (mg/mL) 


on 


9A 


9ft 




Polysorbate 80 (mg/mL) 


u.o 


u.o 






Sodium Phosphate (mM) 


15 


15 


15 


15 


PH 


to.o 


b.o 






miMM CmM) 




fin rrn^p 

145 


145 


145 


Initial 




Iflc (%) 


0.4 


0.4 


0.4 


0.4 


CO ftfi © £ ^ #: 

(%) 


N.D. 


N.D. 


N.D. 


N.D. 


jg^'&^a (%) 


0.4 


0.4 


0.4 


0.4 


1* 

60TM4 

a 




S# (%) 


5.2 


6.0 


5.6 


6.9 


^ co f & co ^ 

c%) 


6.1 


4.5 


4.5 


4.7 


J^-S-ftS (%) 


11.2 


10.5 


10.0 


11.7 



[0091] 

[0092] 
[ftl5] 



1 5 





13^51 


w& 52 


ism 53 


urn 54 


#LHM1.24trLte (mg/mL) 


10 


10 


10 


10 


Polysorbate 80 (mg/mL) 


0.25 


0.25 


0.25 


0.25 


Acetate (mM) 


30 


30 


30 


30 


PH 


6.0 


6.0 


6.0 


6.0 


^JPSI (mM) 




Sucrose 
145 


Treharose 
145 


Raffinose 
145 


Initial 


(%) 


2.8 


2.8 


2.8 


2.8 


CO ffi CO ^ #: 
(%) 


0.5 


0.5 


0.5 


0.5 


*8^#S (%) 


3.3 


3.3 


3.3 


3.3 


60^-14 

B 


^Sf£ (%) 


9.2 


10.4 


9.5 


9.9 


CO ft CO £ # 
(%) 


5.6 


2.9 


4.1 


4.3 


*8^##S (%) 


14.8 


13.3 


13.6 


14.2 



[0093] 

hPM-ifjtflsiHiat mHMi.24K*^i5v^t. z<Dmik£w<v$m±. mt 



(22) 



#!B2004-292455 (P2004-292455A) 



mm 1 1 = m^mmm ( mummm > 
mm am7t~mm. imjt^mm) nmrnmAffimzmz-tm^zmmLfi:, mi 

[0094] 

mammon if s s^tt £ ~ a* . ^ft^w §L£ i o y ^ ^ ? n v h y y y a ( 

GPC) IzxmffiLfz* 
[0095] 
[«16] 





M*4 55 


S££f56 


9S^pf 57 


K^f58 


hPM-1 (mg/mL) 


20 


20 


20 


20 


Polysorbate 80 (mg/mL) 


0.5 


0.5 


0.5 


0.5 


Sodium Phosphate (mM) 


15 


15 


15 


15 


PH 


6.5 


6.5 


6.5 


6.5 


mmn\ (mM) 




Sucrose 


Treharose 


Raffinose 








145 


145 


145 


Initial 


^l»f* (%) 


0.4 


0.4 


0.4 


0.4 




-5- co to CO ^ f£ 


N.D. 


N.D. 


N.D. 


N.D. 




(%) 












r^^*fi (%) 


0.4 


0.4 


0.4 


0.4 




^fif* (%) 


3.5 


2.5 


3.2 


3.5 


m 


^- CO fttl CD ^ 1> 


N.D. 


N.D. 


N.D. 


N.D. 


120 75" 


(%) 










Lux • hr 


m-z-er&m (%) 


3.5 


2.5 


3.2 


3.5 



[ 0096 ] 
[ 0097 ] 



(23) 



#!B2004-292455 (P2004-292455A) 



[*17] 



1 7 





un 59 


un 60 


am 6i 


mm 62 


tft HM1.24 $m (mg/mL) 


10 


10 


10 


10 


Polysorbate 80 (mg/mL) 


0.25 


0.25 


0.25 


0.25 


Acetate (mM) 


30 


30 


30 


30 


PH 


6.0 


6.0 


6.0 


6.0 


mmn (mM) 


— 


Sucrose 


Treharose 


Raffinose 








145 


145 


145 


Initial 


(%) 


2.8 


2.8 


2.8 


2.8 




^- <D m (D £ ^ 


0.5 


0.5 


0.5 


0.5 


















3.3 


3.3 


3.3 


3.3 




— Mflc (%) 


3.8 


4.1 


3.4 


3.1 


m 


© ffi CD ^ 


2.8 


0.8 


2.8 


2.9 


120 7J 


(%) 










Lux • hr 


(%) 


6.6 


4.9 


6.2 


6.0 



[0098] 



mmm 1 2 : ^m^mm^mm^ 

[0099] 

[0100] 
[3118] 



118 





f»63 








SW67 




^69 






*W72 


S**f73 


*W74 


HPM-L (mg/mL) 


4 


4 


4 


4 


4 


4 


4 


4 


4 


4 


4 


4 


NaCl (mM) 


250 


250 


250 


250 


250 


250 


250 


250 


250 


250 


250 


250 


Sodium Phosphate (mM) 


20 


20 


20 


20 


20 


20 


20 


20 


20 


20 


20 


20 


PH 


7,0 


7.0 


7.0 


7.0 


7.0 


7,0 


7.0 


7.0 


7.0 


7.0 


7.0 


7.0 


Polysorbate80 (mg/mL) 


0 


0,005 


0.0 1 


0.05 


0.L 


0 


0 


0 


0 


0 


0 


0 


Polysorbate20 (mg/mL) 


0 


0 


0 


0 


0 


0.01 


0.05 


0.1 


0 


0 


0 


0 


Pok>xamerl88 (mg/mL) 


0 


0 


0 


0 


0 


0 


0 


0 


0.1 


0.5 


1 


2 


(-25^-^4^, 30) 


H»*fl[^-IBfciO|imjy l _b 


290 


49 


22 


9 


9 


14 


15 


a 


7 


6 


4 


5 


(flS/mL) 


13 


0 


1 


1 


0 


2 


3 


3 


2 


2 


0 


2 



(24) 



#112004-292455 (P2004-292455A) 



[0101] 

ifBJSttSPS (^yy/^-bso, ^uy;^-h2o, ^u^r^v-iss) mjutiO 



(25) 



#!B2004-292455 (P2004-292455A) 



(51) Int. CI. 7 FI f-?3-F (ft) 

A 6 1 K 47/26 

mmmmmmmm it@i3 5s« wmmm^M±ft 
m)mm mm w 

St£SI5SftlSSfffl3TB4 1#8^ WBSi^trt 

(72)W#t *W 

(72)f&BJ# ffH 

SSSSftKflffl3TB4 1#8^ ^MSMrt 

F^?— A(##) 4C076 AA12 BB01 BB11 BB21 BB25 BB27 BB31 CC07 DD08Q DD09Q 

DD26Z DD38Q DD66Q FF11 FF36 FF66 GG45 

4C085 AA13 AA14 AA16 BB17 BB36 CC02 CC22 CC23 DD13 DD14 
GG01 GG08 GG10 



